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Abstract 

Adverse drug reactions to highly anti retroviral therapy (HAART) are major obstacles in its 
success. Although overall mortality from HIV has dramatically declined owing to HAART, 
these antiretroviral regimens have been associated with a wide spectrum of severe cutaneous 
reactions. The severity of cutaneous adverse reactions varies greatly, and some may be 
difficult to manage. To optimize adherence and efficacy of antiretroviral treatment, clinicians 
must focus on preventing adverse effects whenever possible, and distinguish those that are 
self-limited from those that are potentially serious. This paper presents the case of a serious 
cutaneous adverse reaction to Atripla in a HIV-positive 50-year-old Caucasian woman. 
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Case Report 

In the present report, we describe the case of a serious cutaneous adverse reaction that 
arose in a HIV-positive 50-year-old Caucasian woman. The patient, who had been HIV 
positive for about 2 years, was naive to all antiretroviral agents. She was asymptomatic. In 
June 2010, antiretroviral therapy with Atripla [1] was started, because of a rapid decrease in 
her CD4+ T cell counts and a significant increase of HIV RNA viral load. She had a virologic 
response and an increase in CD4 cell count within 1 month of therapy. Therefore, the initial 
symptoms of the cutaneous reaction started during the 3 weeks after the beginning of 
Atripla treatment. The cutaneous eruption started as a macular erythema that evolved into a 
red, symmetrical, confluent, papular eruption. Initially, the upper trunk, face, and pressure- 
bearing areas were affected with a later symmetrical involvement of the extremities (fig. 1, 
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fig. 2). The cutaneous reaction was promptly treated with oral administration of prednisone 
at a dosage of 25 mg/day, without withdrawing the antiretroviral medication. In spite of 
that, after 1 week, the reaction started to worsen and the patient was referred to our 
institution for the appearance of large erythematous and edematous plaques that might 
range from red to flesh-colored to yellow and covered large areas of the body. The lesions 
progressed and soon merged together, resulting in a widespread erythematous rash tending 
to erythroderma with pityriasis-like scales, and the skin was universally involved, from head 
to foot. The patient complained about a feeling of sickness. Facial and periorbital edema 
were easily recognized and led to gross distortion of the patient's features, associated with a 
feeling of tension. Mucosal involvement was not present. The development of these skin 
manifestations was associated with fever, severe malaise, chills, and pruritus [2-4]. Fever 
was high and spiking, racing from 38 to 39°C. The dermopathy was quite severe and 
required hospitalization. At admission, the physical examination of the patient was 
unremarkable. A routine blood test revealed raised inflammatory markers, C-reactive 
protein was 3.5 mg/dl, and erythrocyte sedimentation rate was 24/h, and there was 
lymphopenia (580 cells/|il). Liver and renal function tests were normal; no eosinophilia was 
present. CD4+ T cell counts and HIV RNA viral load were 341 cells/|il and 39,000 copies/ml, 
respectively. A chest X-ray did not show significant alterations. The spikes in temperature 
generated concern for a suspected underlying infection, but results of various cultures were 
negative, a finding that is especially significant in a patient with a severe reaction. The 
patient had not taken any drugs except the antiretroviral agents in the month preceding the 
appearance of the cutaneous eruption. Therefore, the antiretroviral treatment was 
discontinued and a therapy with oral corticosteroids (50 mg prednisone equivalent daily) 
and antihistaminic drugs (10 mg cetirizine dichloride equivalent daily) was promptly 
administered with simultaneous administration of antacids to prevent peptic ulcers. They 
had marked anti-exudative, anti-inflammatory, and anti-allergic effects, and there was a 
significant improvement within a few days. Consequently, they suppressed the intensity of 
the reaction, controlled the extension of the skin eruption, decreased the involved area, 
reduced fever, which disappeared within 4 days, and discomfort. The therapy was very 
effective and shortened the course of the dermopathy. However, clinical improvement of the 
patient declined gradually. This dosage of oral therapy was maintained for 3 weeks until 
progression of the skin lesions halted and there was complete clinical remission. Subse- 
quently, the dose of prednisone was reduced gradually to a 5 mg prednisone equivalent 
every week [5]. The patient remained asymptomatic. Three months after the corticosteroid 
was stopped, she remained free of cutaneous lesions. 



The arrival of the new drug Atripla has been a noteworthy milestone in the treatment of 
HIV infection, simplifying administration with the intent of increasing adherence and 
because successful management of HIV infection requires the simultaneous use of 3 or more 
drugs [6-8]. This approach has significantly simplified the handing of highly antiretroviral 
therapy (HAART), thus improving patients' compliance and the subsequent clinical outcome 
for its excellent potency, tolerability, and favorable safety profile [9, 10]. On the other hand, 
Atripla has not decreased the rate of systemic and cutaneous adverse reactions in HIV 
patients. Fortunately, although adverse cutaneous reactions to Atripla occur frequently, only 
a small proportion of them are severe and very few are fatal. Most of the skin reactions are of 
minor relevance and do not require the withdrawal of the antiretroviral treatment, being 
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cured with low doses of corticosteroids; however, particularly in severe cases, an interrup- 
tion of the therapy is mandatory. This was done in our case because of the fever and 
incipient erythroderma. In fact, it is well known that maculopapular drug eruptions can 
occasionally evolve into exfoliative erythroderma [11], although it is not yet clear whether 
they can progress into Stevens-Johnson syndrome or toxic epidermal necrolysis [12]. In 
addition, since each of the three drugs alone can cause skin reactions, it was impossible for 
us to identify which of the preparations contained in the tablet had been responsible for the 
cutaneous eruption. Patients infected with HIV have a higher risk of developing cutaneous 
reactions to specific medications compared with the general population. This is due to the 
large number of medicaments to which they are exposed and presumably a result of their 
TH2/TH1 lymphocyte imbalance and altered drug metabolism [13]. Consequently, adverse 
reactions, and not treatment failure, represent the most common reasons for discontinuing 
HAART within the first year of therapy [14]. Therefore, knowledge of adverse reactions to 
antiretroviral drugs is necessary as is the reporting of new ones, especially taking into 
account the possibility of severe and sometimes life-threatening reactions. Dermatologists 
play an important role in the management of these cutaneous effects of HAART treatment in 
HIV patients and they should be familiar with these conditions and be prepared to handle 
them adequately. The rapid detection and treatment of cutaneous adverse drug reactions, 
plus the identification of the causative agents, are essential for preventing a progression of 
the reaction. It is necessary not only to prevent additional exposures but also to ensure the 
appropriate use of medications according to the patient's clinical parameters such as age. 
Prompt recognition and diagnosis and early identification and withdrawal of all potential 
causative drugs are, for the time being, the best we can do for our patients to most signifi- 
cantly influence outcome and prognosis [15]. As suggested by many authors, future studies 
of antiretroviral medications should have longer follow-ups to seek further evidence on 
recurrence risk, long-term safety profile, dosing regimens, and suitable management of the 
potential side effects in addition to the benefits of HAART. 
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